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REVISED CLAIMS 



1. A method of expanding and selecting disease 



X 



associated, antigen activated continuous T-cells 
comprisih 

(a) obtaining aM^ssue sample from a mammal including a 
human being, \^he sample comprising disease 
associated, antigen\activated T-cells and disease 
associated antigen or ahtlgens, or 

obtaining T-cells, coraprising^iisease associated/ 
antigen activated T-cells, and an^^oen-presenting 
cell from said mammal and mixing said ceils with 
disease associated antigen or antigens, and 



(b) culturing said tissue sample or said raixtureNof 
cells and antigen (s) in the presence of at leastN 
two factors which promote T-celi growth and 
25 optionally one or more additional compounds . 



2. A method according to _o£aim 1, wherein the factors 
which promote T-cell growth are selected from the group 
consisting of cytokines which promote T-cell growth. 

3. A method according to clai-nu^ wherein the cytokines 
are selected from the group consisting of IL-2, il-4, IL- 
7, IL-9, il-10, IL-15, IL-16 and functionally similar 
cytokines . 
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4. A method according to an^i_pjie = uj£ - dialii L, 1 3> wherein a 



combination of IL-2 and/or IL-15 and IL-4 ' and/or IL-7 
and/or IL-9 is used. 

ald u'm f 

5 . A method according to -any jxf- claima^ 1 ?^, wherein a 
combination of IL-2 and IL-4 is used. 



6. A method according to a&y- 
each of the cytokine^~^rs---4iS-e^in 
least 1 nM, preferably more than 2 
more than 10 nM. 



concentration of at 
more preferably 



wherein 



7. A method according to ar.y on e o f. 
the tissue sample is selected from a biopsy, ^from sputum, 
swaps, gastric lavage, bronchial lavage, intestinal 
lavage, or body fluids such as spinal, pleural, 
pericardial, synovial, blood and bone marrow. 

8. A method according to any— oh^op^g: 



r-*? r wherein 

the disease associated, antigen activated T-cells are 
CD4+, CD8+ or CD4-/CD8- T-cells. 

9. A method according to any = one = ~r !> £ JjhfeLms— Jja g , wherein 
the disease associated, antigen acrivated^-cells are 
selected from the group consisting of inflammatory, 
cytotoxic and regulatory T-cells. 

10. A method according to any ^oi^ u^CTd^ ff5==±^ , wherein 
the disease associated, antigen activated T-cells are 
associated with a disease of inflammatory, auto-immune, 
allergic, neoplastic or transplantation-related origin, 
or combinations thereof. 



-il. A method according to claim 10, wherein the disease 

of inflammatory or allergic origin is a chronic 

inflammatory disease, or a chronic allergic disease. 
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12. A method according to anv o ae. n f _c jr a-T-mg-^=i2» . wherein 
the daraea.se is an chronic inflammatory bowel disease, 
such as Crohn'~s~~&±s-e^se or ulcerative colitis, multiple 
sclerosis, type I diarJe^s, rheumatoid arthritis, 
psoriasis, atopic dermatitis, astK5ra>^malignant melanoma, 
renal carcinoma, breast cancer, lung canc^sv__cancer of 
the uterus, prostatic cancer, cutaneous lymphoma, hep 
carcinoma, rejection-related disease, or Graf t-versus- 
host-related disease. 



13. A method according to a ny one^f^claim g 1 —1 2, wherein 
the additional compound is selected from the group 
consisting of compounds which directly or indirectly 
interfere with T-cell growth. 



14. A method according to claim 13, wherein the compound 
enhances or inhibits the growEK" of a certain subgroup of 
T-cells, such as inflammatory, regulatory or cytotoxic T- 
2C ceils. 



S 



15. A method according to claJ.m__2^^ ::: eiar4j^F? , wherein 
the compound is selected from the group consisting of 
cyclosporin, GM-C5F, Prednisone, Tacrolimus, FK506, IL- 
10, anti-IL-10, TNFa antibody, IL-12, anti-IL-12, IL-7, 
anti-IL-7, IL-9, anti-IL-9, IL-16, caspase inhibitors, 
and functionally similar compounds. 

G&m ( 

16. A method according to a ny one of claims — t^ tt further 
comprising a selection procedure. 



17. A method accor&ing^eo any on < 
wherein disease associated, antigen 
inflammatory T-cells are expanded and selected. 



36» 



AMENDED SHEET 



. ..-...^Nv.r.oiv u* ^^ 9 " 7 " 0 : 10:22 : CCITT^Wi- +49 89 23»»a^-«K = * * 

19-07-2000 DK 009900363 



according to claim 



18. A method 
inflammatory T-cells are cells having 
and a type 1 cytokine profile. 



17, wherein the 
a CD4+ phenotype 



7tr 



19. A method according to, — claim____l_8 , wherein the 
inflammatory T-cells are cells contributing in a type 1 
inflammatory infiltrate producing IFNy and TNFa. 



20. A method according to claim 18 ~&e — claim^^g , wherein 
the one or more additional compounds is selected from 
cyclospcrine, Prednisone, Tacrolimus, FK506, GM-CSF, IL- 
12, IL-16, anti-IL-10, anti-TNFa, and functionally 
similar compounds. 



Ok 1 , 



21. A method according to claim 17, wherein the 
inflammatory T-cells are cells havlng~~~a~~'CD4 + phenotype 
and a type 2 cytokine profile. 



22. A method according to cl aim 21, wherein the 
20 inflammatory T-cells are cells contriBttting in a type 2 



inflammatory infiltrate producing IL-4 or IL-5. 



23. A method according to riaim ?i ^j^rr ;aiTn >>J >- f wherein 
the one or more additional compound is^~~selected from 
cyclosporine, Prednisone, Tacrolimus, FK506, GM-CSF, IL- 
16, anti-IL-12, and functionally similar compounds. 



24. A metrhod according to- 

wherein zhe disease--!^ mediated or partTctlly mediated by 

type 1 or type 2 inflammatory T-cells, such as chronic 

inflammatory bowel diseases, for^example Crohn's disease 

and ulcerative colitis, multiple^^solerosis, type I 

diabetes, rheumatoid arthritis, psoriasis, atopic 
dermatitis, and asthma. 
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25. A method according to 

wherein disease associa^i, antigen activated regulatory 
T-cells are expanded and select 



5 26. A method according to claim 25, wherein the 
regulatory T-cells are cells havTng~~a~CD4+ phenotype and 
a type 1 cytokine profile regulating a type 2 
inflammatory disease. 

10 27. A method according to -eiaiju^^26, wherein the 
regulatory T-cells are cells producing INFy. 

28. A method according to claim 26 
the one or more additional compounds is~seTe~c 
15 12 and functionally similar compounds. 

CLiduon 



29. A method according 
1? wherein the disease lis mediated or partly media tec? by 
type 2 inflammatory |T-cells such as asthma or atopic 



dermatitis . 



30. A method according to claim 25. wherein the 

regulatory T-cells are cells having a CD4+ phenotype and 
a type 2 cytokine profile regulating a type 1 
inflammatory disease. 



31. A method according to -cla_im^^30, wherein the 
regulatory T-cells are cells producing IL-10 and/or IL-4. 

32. A method according to claim 30 Jsf£^3X f wherein the one 
or^more additional compounds is selected from anti-IL-12, 

GM-CSF, IL-16, and functionally similar compounds. 



IL-10, 



33. A method according to any— orf " claims 
the disease is mediated or partially media 
inflammatory T-cells, such as chronic inflammatory* bowel 



^ wherein 
by type 1 
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diseases, for example Crohn's disease and ulcerative 
colitis, multiple sclerosis, type I diabetes, rheumatoid 
arthritis, and psoriasis. 



a. 



5 34. A method according to 



wherein disease associated, antigen activated "cyl^xic 
T-cells are expanded \md selected. 



35. A method according to claim 34 , wherein the cytotoxic 
T-cells are cells having a CD8+ phenotype. 



36. A method according to claim 34 orz 



wherein 



— - v*— uj.yi.ji, WUCitSlil 

the cytotoxic T-cells are tu^SuTUitiitrating lymphocytes 
(TIL) or cells having simi lar properties. 



1%^ 



37 . A method accord! 
the one or more addit 



l< 3 to -aay- JHZ ^±^^J^^^^ r -p' wherein 
.onal compounds is selected from GM- 
CSF, caspase inhibitors such as Z-VAD, a-CD95, IL-10, IL- 
12, IL-16, and functionally similar compounds. 



"ST 



38. A method according to a?*y=^ 
the disease is of neoplastic origin 



wherein 



a 



3 9. A method according to au^iUf . a t c x* ±m9-2S =3* wherein 
the disease is nalWant melanoma, ^nlr^arcinoma, 
breast cancer, lung Wer, cancer of the. uterus, 
prostatic cancer, hepat^ carcinoma, or cutaneous 
1 ymphoma . 



30 



40. A disease associat^^antigen activated continuous T 
cell line obtainable by >^thod according to ^ ^ 



41. A T-cell line according to claim 40 , wherein the T- 
cells are inflammatory T-cell 
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42. A T-cell lir.e according to claim 40, 
cells are regulatory T-cells. ~" 



wherein the T- 



43. A T-cell line according to ei« 
cells are cytotoxic T-cells. 



40, wherein the T- 



44. A vaccine comp; 



5 



ing activated disease associated, 



a. 



6L 



disease associated, 
according to claim 41. 



antigen activated inf^mmatory T-celis prepared according 
to the method-o 



antigen 



or a continuous 

activated T-cell line 



45. A vaccine according to_cjjaim_44 , wherein T-cells are . 
re-activated in the presence of one or more antigens. 



46. A vaccine according to claim. 4 5, wherein the antigen 
or antigens is disease associated 
alloantigen(s) or super-antigen (s ) . 



antigen (s) , 



47. A vaccine according to claim 46, wherein the 
superantigens are selected from SEaTse^ SEC, SED, SEE, 
TSST, Streptococcus pyogenes enterotoxin A, B and C, and 
Mycoplasma arthritidis antigen. 



48. A vaccine according to any oirgr 
wherein the T-cells have been attenuated. 



49. Use of a continuous 
activated T-cell line acfhitding to hs§§ 

or disease associated, aiMg^n activated T-cells Spared 
according to any of the cM4s 1-39 in the preparation of 
a medicament for the treatment of a T-cell associated 
disease. I 



50. Use according t o clai m^gg, wherein the disease is a 
disease of inflammatory, auto- immune, allergic, 
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neoplastic or transplantation-related origin, or 
combinations thereof. 

51. Use according to claim 50, wherein the disease is an 
inflammatory bowel dlie^T such as Crohn's disease and 
Ulcerative colitis, multiple sclerosis, type I diabetes 
rheumatoid arthritis, psoriasis, atopic dermatitis! 
asthma, malignant melanoma, renal carcinoma, breast 
cancer, lung cancer, cancer of the uterus, prostatic 
cancer, cutaneous lymphoma, asthma, rejection-related 
disease, or Graf t-versus-host-related disease. 



i 



52. A method for the trea" 
of a disease associated 
a subject comprising adm 
associated, antigen acti< 



activated' T-cells as" 
1-3 9, or a vaccine acco 
subject . 



■:ment, alleviation or prevention 
ith an activation of T-cells in 
■nistering a continuous disease 
rated T-cell line according to 
disease associated, antigen 
produced according to any of claims 
■ding to claims 44-48 to said 



53. A method according tp_claim 52, wherein the T-cells 

are expanded from a tissuTlimple collected from the 
patient to be treated. 

A method according to claim 52, wherein the T-cells 



are expanded from a tissue—^! e collected 
patient different to the patient to be treated. 



from 



30 55. A method according t6Sl^S4 f further comprising 
determining the HLA restriction in the T-cells and in the 
patient to be treated. 
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